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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) Claims (Please See supplemental sheet) YES 

Claims (Please See supplemental sheet) NO 

Inventive Step (IS) Claims (Please See supplemental sheet) YES 

Claims (Please See supplemental sheet) NO 

Industrial Applicability (IA) Claims (Please See supplemental sheet) YES 

Claims (Please See supplemental sheet) NO 



2. citations and explanations (Rule 70.7) 

Claim 1 lacks novelty under PCT Article 33(2) as being anticipated by WO 98/36639 (U I trad en t Products). 

The reference discloses that the compound bis-glycerol methacrylate phosphate is useable as a polymerizable adhesion monomer 

in dental compositions. 

Claim 1 lacks novelty under PCT Article 33(2) as being anticipated by JP 5-31 1200 (Nagayama). 

The reference purportedly describes bis(3-(2-ethylpeutyl)oxy-2-liydruxy-l-propyl)pl]osphate as a detergent additive. 
Claim 1 lacks novelty under PCT Article 33(2) as being anticipated by JP 57-167364 (Sankin Industry). 

The reference teaches that bis(3-methacryloyloxy-2-chloro-l-prupyl)phosphate is useful in dental and bone cements as an 
polymerizable adhesion monomer. 

Claim 1 lacks novelty under PCT Article 33(2) as being anticipated by JP 49*002266 (Hosoda). 

The refererence teaches that bis(3-(2-propenyl)oxy-2-hydroxy-l-propyl)(phospliate) is useful in compositions applied to steel 
as a blackening agent. 

Claim 5 lacks novelty under PCT Article 33(2) as being anticipated by JP 58-10559 (Okumura). 

The reference discloses methyl 2-chloro-3-sulfotliiopropanuate as an intermediate in the synthesis of cysteine. 

Claim 1 lacks novelty under PCT Article 33(2) as being anticipated by JP 63-265972 (Tagashira et al.). 

The reference teaches that ammonium bis-glycerol methacrylate phosphate is useable in adhesive formulations. 

Claims 1 and 2 lack novelty under PCT Article 33(2) as being anticipated by U.S. Patent No. 4,504,409 (Tsutsumi et al.). 
The reference describes a class of compounds that includes bis(3-hydrocarbyloxy-2-hydroxy-l-propyl)phosphate and specifically 
bis(3-dodecyloxy-2-hydroxy-l-propyl)phQsphate and bis(3-(Contitiucd un Supplemental Sheet.) 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: Boxes I - VIII Sheet 10 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC<7): A61K 31/255, 31/66; C07F 9/09; C07C 305/10, 305/06 and US CI.: 514/120, 125, 129, 517; 558/32, 34, 179, 182, 
183, 186, 188 



I. BASIS OF REPORT: 

5. (Some) amendments are considered to go beyond die disclosure as filed: 
NONE 



V. 1. REASONED STATEMENTS: 

The report as to Novelty was positive (YES) with respect to claims 3, 4 and 6-57. 
The report as to Novelty was negative (NO) with respect to claims 1, 2 and 5. 

The report as to Inventive Step was positive (YES) wiUi respect to claims 4,6,7,10,11,16,17,19,23-27,33 and 35-57. 
The report as to Inventive Step was negative (NO) with respect to claims 1,2,3,5,8,9,12-15,18,20-22,28-32 and 34. 
The report as to Industrial Applicability was positive (YES) with respect to claims 1-57. 
The report as to Industrial Applicability was negative (NO) with respect to claims NONE. 

V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 
octadecyloxy-2-hydroxy-l-p ropy l)phosph ate; note column 3, formulae (d) and (e). 

Claims 1,2,3,5,8,9,12-15,18,20-22,28-32 and 34 lack an inventive step under PCT Article 33(3) as being obvious over U.S. 
Patent No. 4,504,409 (Tsutsumi et al.). 

This invention relates to a broad class of organophosphate diesters Uiat includes bis(3-hydrocarbyloxy-2-hydroxy-l- 
P r °pyl)phosphates. The compounds are alleged to be useful lo treat apopiosis and dermatological conditions such as wrinkling 
and hair loss. The reference describes this class of compounds and teaches that they can be used as emulsifing agents exhibiting 
low irritation to skin. This invention lacks inventive step because the person having ordinary skill in the art would have been 
motivated to prepare them for use in personal care products where their property of manifesting reduced irritation would make 
them desirable, for example, for use in cosmetics. In column 4, line 48, through column 5, line 16, other compounding 
ingredients are described that are consistent with use in cosmetics. These include surfactants, fats, vitamins, and antimicrobials. 

Claims 4,6,7,10,11,16,17,19,23-27,33 and 35-57 meet die criteria set out in PCT Article 33(2M3), because the prior art does 
not teach or fairly suggest compositions of the compounds of claim I with PEG or proteins, or methods of use wherein the 
compounds are administered to treat apoptosis or apoptosis-related disorders. 

Claims 1-57 meet the criteria set out in PCT Article 33(4) because the compounds have industrial applicability as 
pharmacological agents for the treatment of apopiosis or apopiosis -related disorders. 



NEW CITATIONS 

none 
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(57) Abstract 



The invention provides anti-apoptotic compositions containing lysophosphatidic acids and methods for making and using the 
compositions. Such compositions can also contain LP A potentiating agents, including proteins, lipid membrane structures and polymers 
such as polyethylene glycols. The compositions can additionally contain other pharmaceutically effective agents such as drugs, antibiotics, 
wound healing agents and antioxidants. 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US99/05943 



A. CLASSIFICATION OF SUBJECT MATTER 
IPC(6) :A61K 31/255, 31/66; C07F 9/09; C07C 305/10, 305/06 
US CL :514/120, 125, 129, 517; 558/32, 34, 179, 182, 183, 186, 188 

According to International Patent Classification (IPC) or to both national classification and IPC 

a FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/120, 125, 129, 517; 558/32, 34, 179, 182, 183, 186, 188 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
STN International*, REGISTRY Database, Accessed 22 June 1999, Structure-based Search Query 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X, P 



X 



WO 98/36639 Al (ULTRADENT PRODUCTS, INC.) 27 August 
1998, page 6, first full paragraph. 

JP 05-311200 A2 (NAGAYAMA) 22 November 1993, page 776, 
formula 2. 

JP 63-265972 A2 (TAGASHIRA et al.) 02 November 1988, page 
517, column 1. 

JP 57-167364 A2 (SANKIN INDUSTRY CO.) 15 October 1992, 
page 513, column 1. 

JP 49-002266 B4 (HOSODA) 19 January 1974, page 108, compound 
3. 

JP 58-010559 A2 (AJINOMOTO CO., INC.) 21 January 1983, page 
479, column 1, also the table on page 481. 



| x| Further documents are listed in the continuation of Box C. | | See patent family annex. 



Special categories of cited document*: 

document defining the general itate of the art which is not considered 
to be of particular relevance 

earlier document published on or after the international filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later than 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when die document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
28 JUNE 1999 


Date of mailing of the interna tipnal search report 

$0 §1^1999 


Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C 20231 
Facsimile No. (703) 305-3230 


Authorized officer s\ ^ 

MICHAEL G, AMBROSE ^ (Ai^|Cf) U 
Telephone No. (703) 308-1235 \f\ * 



PATENT COOPERATION TREAvY 



PGT/ V US99. 



From the INTERNATIONAL BUREAU 




PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 



Date of mailing (day/month/year) 
10 March 2000(10.03.00) 



To: 



Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

Washington, D.C.20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 



■:.\ r 



International application No. 
PCT/US99/05943 



Applicant's or agent's file reference 
4147-10-PCT 



International filing date (day/monthfyear) 
17 March 1999(17.03.99) 



Priority date (day/month/year) 
18 March 1998(18.03.98) 



Applicant 

GODDARD, John, G. et al % 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International Preliminary Examining Authority on: 

15 October 1999(15.10.99) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

| | was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 


Authorized officer 

Sean Taylor 

Telephone No.: (41-22) 338.83.38 
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(PCT Rule 61.2) 
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Invention Office of -the Democratic 
Peopled 

Reoublic of Korea 
Kinmaul 1 dong, Bipa Street, 
Moranbong District 
Pyongyang 

REPUBLIQUE POPULAIRE DEMOCRATIQUE 
DE COREE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

10 March 2000 (10.03.00) 




International application No. 
PCT/US99/05943 


Applicant's or agent's file reference 
4147-10-PCT 


International filing date (day/month/year) 
17 March 1999(17.03.99) 


Priority date (day/month/year) 
18 March 1998 (18.03.98) 


Applicant , 
LXR BIOTECHNOLOGY, INC. et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

15 October 1999 (15.10.99) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election 



□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 


Authorized officer 






34, chemin des Colombettes 


Sean Taylor 




1211 Geneva 20, Switzerland 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
4147-10-PCT 


FOR FURTHER ACTION ^ee Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/US99/05943 


International filing date (day/month/year) 
17 MARCH 1999 


Priority date (day/month/year) 
18 MARCH 1998 


International Patent Classification (IPC) or national classification and IPC 
Please See Supplemental Sheet. 


Applicant 
LXR BIOTECHNOLOGY, INC. 



1. This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 

□ 



d to 



sheets. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 ojlthe Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 



Lack of unity of invention 

Reasoned statement under Article 35(2) with regard t 
citations and explanations supporting such statement 

Certain documents cited 



I 


0 


II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 
15 OCTOBER 1999 


Date of completion of this report 
14 JULY 2000 


Name and mailing address of the I PEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 2023 1 
Facsimile No. (703) 305-3230 


Authored office/^ 

MICHAEL G. AMBROSE yfJ^ 
Telephone No. (703) 308-1235 
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h Basis of the rep rt 



1. With regard to the elements of the international application:* 
| x | &e international application as originally filed 
P^j the description: 



pages 
pages 
pages 



, as originally filed 

NONE , filed with the demand 

NQNE , filed with the letter of 



| x] me claims: 

pages 90-96 ^ as originally filed 

pages NONE t as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



| x| the drawings: 

pages 

pages 

pages 



, as originally filed 

NONE , filed with the demand 

NONE t filed with the letter of 



[x\ the sequence listing part of the description: 

pages NONE ^ as originally filed 

pages NONE , filed with the demand 

pages NONE t filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

[ | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| j furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable fonn is identical to the writen sequence listing has 
' — 1 been furnished 

4 | x| The amendments have resulted in the cancellation of: 
EE] the description, pages NONE 
0 the claims, Nos. NQNE 



I x| the drawings, sheets/fig NONE 



5. |X | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office hi response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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Relevant to claim No. 


X 


US 4,504,409 A (TSUTSUMI et al.) 12 March 1985, formula I in 
column 2, also column 3. 


1,2 
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